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AB Newcastle disease virus (NDV) is a negative-strand RNA virus with 
oncolytic activity against human tumors. Its effectiveness against tumors 
and safety in normal tissue have been demonstrated in several clinical 
studies. Here we show that the spread of NDV infection is drastically 
different in normal cell lines than in tumor cell lines and that the two 
cell types respond differently to beta interferon (IFN-beta) treatment. 
NDV rapidly replicated and killed HT-1080 human fibrosarcoma cells but 
spread poorly in CCD-1 122Sk human skin fibroblast cells. Pretreatment 
with endogenous or exogenous IFN-beta completely inhibited NDV replication 
in normal cells but had little or no effect in tumor cells. Thus, the 
outcome of NDV infection appeared to depend on the response of uninfected 
cells to IFN-beta. To investigate their differences in IFN 
responsiveness, we analyzed and compared the expression and activation of 
components of the IFN signal transduction pathway in these two types of 
cells. The levels of phosphorylated STAT1 and STAT2 and that of the ISGF3 
complex were markedly reduced in IFN-beta- 
treated tumor cells. Moreover, cDNA microarray analysis 
revealed significantly fewer IFN-regulated genes in the HT-1080 cells than 
in the CDD-1 122Sk cells. This finding suggests that tumor cells 
demonstrate a less-than-optimum antiviral response because of a lesion in 



their IFN signal transduction pathway. The rapid spread of NDV in HT-1080 
cells appears to be caused by their deficient expression of anti-NDV 
proteins upon exposure to IFN-beta. 
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AB The invention includes a method to identify a method to enhance survival 
of a subject such as a non-human primate that has been exposed to a 
biological insult such as an ionizing radiation dose of about 
LD.sub.30/30 or about LD.sub.50/30 by treating the exposed subject with 
a test compound an optionally comparing the results to that obtained 
using control subjects that had been treated with 3b, 17b- 
dihydroxyandrost-5-ene or other disclosed compounds. 
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AB The invention includes a method to identify a method to enhance survival 
of a subject that has been exposed to a biological insult such as an 
ionizing radiation dose of LD.sub.50/30 by treating the exposed subject 
with a test compound an optically comparing the results to that obtained 
using control subjects that had been treated with 3b, 17b- 
dihydroxyandrost-5-ene or other disclosed compounds. 
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